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(54) SULFONAMIDE DERIVATIVE AND MEDICINE CONTAINING THE SAME 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain a sulfonarhide 
derivative excellent in inhibitory action on blood platelet 
aggregation, useful as a therapeutic agent for circulatory i^^^^^^ 
system diseases such as myocardial infarction, 
pulmonary embolism, peripheral arterial obstruction, 




Ml 



cerebral thrombosis and cerebral infarction. 

SOLUTION: This compound is shown by formula I (Ar is an aromatic hydrocarbon; A' is an 
alkylene; R1 and R2 are each H, an alkoxycarbonyl, a heterocyclic group or R1 and R2 form a 
heterocyclic group with N; R3 Is H or an alkyi) or its salt such as 4-[2-(4- 
chlorobenzenesulfonyl)amino-5-(3-aminopyridin-2-yl) amino-phenoxyjbutyric acid. The 
compound of fomiula I Is obtained by reacting a compound of formula II (R3a is an alkyI) with 
a sulfonating reagent of the formula. ArS02X (X is a halogen) in a solvent (e.g. dioxane) in 
the presence of a base (e.g. pyridine) at 0-50°C for several minutes to 12 hours. The dose of 
the active ingredient is 1-300mg/kg/day orally or parenterally as an ointment or an injection. 
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[0 00 5] 
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[0 00 6] 
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^miPIWff ffl©* 5 C i (C»e L , X Jl/ 7 * > T 5 K 
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20 T^tCM-slfc, 

[0007 ] tt£fi-h. ^mnu.. '^X(o-^^ (1 ) 
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[0 00 9 ] (S:*, Ar«g^S5r*t-CI,»T^>J:l» 
30 ^Sjj^fkTKSS^r^L-. A" «rJl'+U>»?:7j^t. 

R^ so'R' ««n-e*vk^/ii^. r^Pa^^^i/^^uiK- 

)mx\tm.mm^^Lx\.>x i>^\.mmmjK,mi^st 
t\ <tR' f)mmri>Amm'f-t^t.cfj:-oxm.m 
m^mbxi.^xt^i^wmm^mimis.L. r' 

5 F^«<*X»-e©«*ffletT-S^>©r*>s„ 

[ 0 0 1 0 ] sfc. :^mnt~^^ ( 1 ) -c-a^nsx 

)iy 4- >T 5 K^^{*X«^©S^W^R!5»fr-5Em 
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mm(Dmm<Dmm] -m^ (i ) 41, a r im^mi: 
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1 - 6 (Dm.tfi.xu^mK(Dr)V'^)im. m^i,i^ 

x^)lS, n-7'of;l/S. V 7"D n- 
zf^)m, t e r t -:f^)mmii!mii^ti?>, ttc. 

n-7"0;J<+S/a. ■^V:fa:!ii^iym. ^VZfV^iym 
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[0 0 1 3 ] -jiaiC ( 1 ) A' <bL.rtt7-'l/tL'> 

»«:^-r 1-12. i^i^mmm. 3 ~ e ©Bii 

3 -y9^Jl'H;^^l'>S. 1 -i?^;L'i 
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«. 1, 2-i^^9=->ii'h';p<f-u>a. i-x^^jbh'j 

y^P^S. 1. 1. 2- h') ji^ilX-^uyM, V>3. 
^ji^^uyM. ^^-^t^^uy^. \-^9)V^y^ 
y^U>a. 1. \-V>t=f-}lTY^^^\yy^. 2, 
2->'y5';l'f-h^y5^U>S. 3. 3-V>t^)\,7'Y 30 

1. 1. 3-h')^0-)l'i-<)^^l'>m. 1. 1. 2- 

\->)jt^)ivvjt^u>m. 1. 1. 2. 2-f-h7y 
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1 -^?-;l"N+1t^f-U>a. 1. l-i^j'^Jl'^ 
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S, 1, 1. A-V')^^)l7-hv^^U>m. 1, 40 
1, 2 - hV-^^'-'Ur 1. 1. 3-h 

1. 1. 2, 2-^h=y^ 

?-;U h 'J^9'lx>a. 1. 1, 3. 3-7'V'y^^)VV 
•;^?-u>S, 1, 1 -i/^^;i/-2 -x?-;uh 
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1, 1. -S^y^;U'N+-y-y^U>a, 
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JUS. ^'ri^TV'jJl'SXB^-neo^-xy-, f'^y 
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^ig^lft© T ;l/ 3 + ;l/S*^Ptf 6 n -5 o 
[0017] titfcSf * bi.mm^^LXi>xi>J;:i^m 

di-yjim. xhPSR<yfT5-/s*>6jitfn-si~2ffl 

[0 0 1 8 ] S/c. -N(R')R'-CBfiS3tlSigJft»«:#l/ 

mt UTtt, b* >; f s t^'jua. -i' > F y ju 

^-tJ-V^yjUSXli-eti^O^-xy-. b-'ji^^-, b'j 
5-:^^-. b-7i>^-, b-V^S^'iJ^-XJi^^v^ffi^t*^ 

[0019] t/c, C(Dg^^Sa{C^btf?.«t L 

tf6n. T;i/=i+i^;US<kl,T«jK3g|J[l~6®ii[M(X 
[0 02 0] ilfKjffSOl^-NCR')!^^^^^-?.®^^* 
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[002 1 ] tfcR' T^3tlST;U+;bKiLTtt, 

1 - 1 o(Dmm. ^muximiK(DTJi'^jmifi 

wen. *:ft&!jfcay?;i/S. x^jm. y'Qi^Ji' 

-rv^'Df jl/^. sec-:/f-;ua. t 

er t-y^;l'a. -^^g^Jl/^. V'^>5=-;US, 
'^>3^;ua. t e r t — ^>9^JUS. 1 -y 

a. 2-yf-;V-^>f-;l/a. 3 -y^;l"^>?'Jl/S. 
1, 1 -i;'y^;U:/5^;i/X, 1. 2-5;'y?^;i/ 

2. 3-i;y?-;V:?'5^jva. 3. 3-i>y?';U:/ 
1 -x5^;l/:/^ji/a, 2-x3^;U:7'9^;l/a> 
1. 1. 2- h •jy^^Jl/yptVl'a. 1. 2. 2-h'J 

y5^;t':?'atvi'S, i -x.^)i- i -yg^juy'o t-;l/ 
1 - X - 2 - y ? jl/:/a f;uS, a 7'n f 

[002 2] *^^©X;l/:7 * > r 5 K©^ft©S?S 0 
7;l/ 3 + i/;l'K*.6,a«n -Sg^Si&WL/ r (,»T ^> J; 1,^ 
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20 i^x.>mm.. mmim. i^^'^mm. 

[0024] t.ic^mm.\x. ±ffi-jKs: ( i ) 

[0025] *^w^t^ ( 1 ) », '^!l^tf^^©sic;s; 

[002 6]' 
[ft3] 
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[002 7] (^43, R"«T;U+;U«?:^U. X«^n 
Ciy>M-?4/T^U. Ar. A' , R*Ri>'R' «HfiiBi 

[002 8] trj:hi5. -m. (2) Vm^tl^it^^ 

Kct«3*^B^fb^!^ (lA) *f#^Ci*ir^^ (AX 

m.) o -:fir. -lift^ O) -easns^k^cD^bns 

5:®7t:-rSC<b(cJ:0{l:^i^ (IC) ^ffSCi*3-r'# 

s (Bxg) „ coit-^ (1 c) yasieiiCM 

^rSlSS-tiSCitciD^b^ (lA) ^ff^CiJisr 

*4 (cxs) , HK. -fb^ (1 A) »fti*^)»-r4 

CtiC^^Oit^m ( 1 B) i-rSCt*St?*S (DX 

[0 02 9] {Axm) (2) im^mm4>. 

j^jH?OXil/7*>'fbi*m*f'Pffl3-aSC<!:{Cj:»3, -fb 

^ { 1 A) ini,ctffi-c^i>. ffli^en-siaaio 

I). SJS«c|SL-r«. -fb^ifij (2) i^JUic^J-b. 
««<b'<>-fef>:^;i'7*:^;i/j&l. 2^;i^Sg. iftS* 
1 . 2 *;i'fMS<£ffl-r i>mmth<. o - 

5 0 'cr* 0 . mxMm\m'9^'^ 1 2 B#ra-ctf 0 c t 

[0 03 03 (BXg) ^b^ (3) 43SS^cj§ii'*». 



x|-o»47 5y»(ca7c^Sci(cJ:f3fb^!^ (i 

c) iimhti^, miiijmizbrittrjBL^imo^m 

[0 03 1] (CXS) ib^iR! ( 1 C ) ^SS^cjgli 

iM55*sin*^#i^ib^^©T 5 ymtm'^r^^ 
30 *^'pffl^^^-?,ci^cJ:o{b^!a (i a) *5ffP,n€.= m 

j®tc;(ci^Lx«. it^(ic) i^jujcML. r 
1 5 0 'cvih *) . s.mmnm^-^ 1 2 n^partf ,■5 c t 

[0032] ( DXg) it-^ ( 1 A ) *ii^^tS«ai(C 

40 (1 B) *nf e.nSo isstt^frT-cfflc^stgait 
mtLxitim. ^mom^m, ^i^itri-^ommo) 
:^^b•J?•<i7i^^©-'^oy>'f5^>, ^^-jiru 

50 i^iy-Jl/) , 7-\sh>. i^t'^-f>. T-feh::-h 



9 

[0 033] AlSti. R> SCKR' 

[00343 SfriBSjSfcffii^^nS'fb^ ( 2 ) «. t« 

Jl^®5:Sl&S ■f^•T^^ n^Mt - 0 - - h a - 7 X y + 
^t^i^ (3) {i. iha{fc-o-T5>':7xy-;i'fc/\ 

[0 03 5] ±sE.Rjt^icj:t)m>bti^^^m(D{t^m 
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r®13i9?SnS*^ ji^l-3 0 0mg/kci/B©®H 

rs* ui>SKij©?gsi(cjSD/i:jA;i^®H©^>©*<^-r 
•/£ftf^©IM0fja:.#K>pfLr3i^6m<4lRTO$^ 

[0037] 
[0038] 

20 mr^^K ctihit. mcmnxs>'yx:^mm'S:mmt 

S*>©-C»!5:(<>. 
[0 03 9] ii(Ji0!ll-3 

t. 

[0040] mMM 1 
[004 1 ] 
Ut4] 
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[0 04 2] (SCtfJ. A' «h';^^U>». f^b^^ 

[004 3] 1 - 1 

5- (2-7S. y-5-^h07xy+i^) 



30 



2-T5>'-5--hP7*>'-;U60g (38. 96 
tiM) *N, N-iyj>t9}lt^)lA7 S. K (JilT. fDM 
Fj tm'y) 2 00m\l^mmL, 3-?{k:f h y-^A? 0 
g. J^*y>A8 0g4m. *?^l^ifl/&*se.5 
-:^a*^^x5^j|/9 9g (4 7. 37trM)*jrFl/ 

(1:3) ^mi^imtti>'^')i:}^')\'iJ'7A 
^0-7 1-^^7 H-iCi^b. 5- (2-7 5-^-5-:::^ 

4. 6g (77%) ^/t. FABMSROfNMR©i|g* 

[0044] FABMSCm/2) : 283 (lUT +1) 
'H-NMR(27(Mte,aX:l,)5 : 1.27C3H.t, J=6.92H2) , 1.83- 
1.93(4H,m), 2.42(2H,t,J=6.93Hz),4.10(2H,t,]=5.61H 



^ 40 



50 



z), 4.16C2H,q,J=6.92Hz), 4.64(2H,br s) ,6.63ClH,d,3 
=8. 58Hz), 7.64(lH,d,J=2.31Hz), 7.81(lH,dd,3=2.31, 

8.91Hz) 

[0 045] 1 - 2 

4- (2 -T5>'-5 ha7x>/+i^) K^J-^-'l' 

2-T5./-5--hP-7xy-JH 0. Og (64. 
9tnM) h>l 5 OmlfCjgjgU. 3'5{b*U'5Al 

2. Og. ^ii^y-i/Ai 0. og&c;4-:;^o*iSK 

x^j|/x;^f-;H 5 g (76. 9iiM) «rJn;^2 4^fW*n 
— s=MJ-> (1:3) f^ai 

snsii^^a: f) ( 2 - 2 ) ^itfeoifs^ai i 

0. 4g*f#/c, Cn^^^^-Jb-CSMB^L/T. 4- 
■ (2-T5^-5--hCl7*^+i^)ISi?x5'-'l'«:^ 
llfeMSitTB. 4g (JK^4 8. 3%) ?:f#fc, giil 

FABMSRO'NMR©iSS*;^{CjKU/c. 
[0 04 6] mp. : 97~98°C 
FABMSOn/z) : 269(K+1) 
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*H-tma7(mz,<JDa,)8 : 1.27(3H,t,3=7.10Hz), 2.20 
(2 H , tt , 3= 5 . 94 , 7 . 08Hz) , 2. 53(2H,t. 3=7. 09H2), 4. 13(2 
H,t,J=5.94Hz), 4.16(2H,q, 3=7. 15Hz), 4.57(2H,br s) , 
6.63(lH,d,3=8.90Hz), 7.65(lH,d.3=2 .31Hz) , 7.81(1H, 
dd, 3=8. 75, 2. 47Hz) 
[0047] ##05 1 - 3 

6- (2-T5y-5--hP:7xy+»/) i3^U>m 

2-7Zy-5-::.Vuys.y~)l5. Og (32. 4 
6n*l) 5rDMF 5 OmlfC^^L. 6 --fn^^dr-tf-^M 
x^;U7. 24g (3 2. 46tnM) ^M^. 7K;k?^*PT 
^L^cA^63't7fl::^-h'j'i>A5. 4g. ^K*';'i?A 
5 . 3 7 g =&*IIA, ^ia-C4 8 l^raSH^Lfc. 

t. mix9)V-n-^^-f> (1:2) rjgfibsn^ 
iffl^cfc»3S«!B!J (2-3) >&*ifetoK^ib-C6. 6g 

JcOff^H^L. 6- (2-T5y-5--hn7xy=1^ 
i^) *^0>Kx^;l/;S:||feiggi U-C4. 8g (JR* 
4 9. 9%) ^^mCa ms^,. FABMSaOfNMROiS 

[ 0 0 4 8 ] mp. : 43~44°C 
FABMS(m/z) : 297Cllf +1) 

*H-NMRC27auHz,Ca:i,)5 : 1.26(3H,t,3=7.26Hz), 1.5&- 
1.58(2H,m), .1.72C2H,tt,3=6.93.7.92Hz),1.89C2H,tt,3 
=6. 60, 7. 92Hz), 2.35(2H,t,]=6.92Hz), 4.08(2H,t,3=6. 
27Hz),4.13(2H,q,3=7.26Hz), 4.54(2H,br s) , 6.63(1H, 
d, 3=8 .90H2) , 7 . 65C1H , d , 3=2 . 31Hz) , 7 . 80C1H , dd , 3=2 . 3 
l,8.58Hz) 

[0 04 9] #:#^2 

5- (2- (4 -i'ua^y-izyy^ji'y r^y 
- 5 h 07 X ^^^^^ S¥Ki5^;u©S?jg)S 
it^m (1-2) 80g (28 3. 6 8trW) 

■(f>;^;^5^^xJ^^7^5-^ K5 9. 85g(283. 68 

nw) i^j^mr-ym^. m^v-mfmuc. m^^kms. 

5- [2- 

-^y^zy7.)V7 itz.)\,) T5y-5--hn-7:t>'+ 

^¥Sx?-;l'^^llfeteBl.i 1 0 0 g (IR$7 
7. 5%) 5rf#/Co H^,. FABMSSc;NMR©$g* 

[ 0 0 5 0 ] mp. : 77~78'C 

FABMS(m/z) : 457(M' +1) 

*H-NMRC27(Mte.ari3)5 : 1.29(3H,t,3=6.93Hz) , 1.74- 
1.86(4H,m). 2.41(2H,t,3=6.93Hz).4.03(2H,t,3=S.61H 
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z), 4.20C2H,t,J=6.93Hz), 7.45(2H,d,3=8.91Hz),7.63 
(lH,d,3=3.30H2), 7.65C3H,d,3=8.91H2), 7.a(lH,d,3= 
2.31Hz), 7. 85ClH,d, 3=2. 31Hz), 7.80(lH,s) 

[005 1 ] mm 1 - 1 

5- C2- {4-!^XlKl^ly^:y7.}\/-y*=.)V) 7 5. y 

(1-3) 85g (18 6. 2m) 
^ - Jl'-S^^x 5^ JU (1:1) (Om^m^2 0 OmItCg 

nb. 5%^^•5^^•:;A-^*5g^/J^^. 

10 Mrcw^bic, mmi'^. ^'7^v^mbxms.m& 

b. w^^mmmbfc. nhHfcm^iSiwm^^s. 

^>\^^^n^^b. 5- C2- {4-i>xiu-<y^i^-;K 

3^;l'6 4g (IR$8 0. 5%) ^mm&l^^tbXn 
fc, Si*. FABMSRO'NMR©JSII«:^>:iC^Lfc. 
[0 0 5 2 ] mp. : 104'-105*C 
MSCm/z) : 426(Mr) 

*H-Mflt(27(Mte,axn,)5 : 1.28(3H,t, 3=6. 92Hz), 1.58- 
1.65(4H,ni), 2.32(2H,t,3=6.93Hz),3.64(2H,t,3=5.61H 
20 z), 4.16(2H,q,3=6.93Hz), 6.23(lH,d,3=2.31Hz) ,6.45 
(l>1,dd,3=2.30, 8.57Hz), 6.78(lH,br s), 7.35C2H,d,3= 
8.58Hz),7.40(lH,S), 7.60C2H,d,3=8.58Hz) 
[0 05 3]^iiWl-2 

5- (2- (4 -i'UU^>i2y:^)Vy 7 S. y 

-5 - (3 hut:uy>-2 --f JU) r5-^7*y 
+S^) ^5i!x^;KDi!Bi 

( 1 -4) 2. 1 3g (4. 9 9nW) *DMF 1 
OmKC^^^L, 2-i'aa-3-::^hafU>>>b. 8 
7g (5. 4 9nW)*fiD:t. 12 0°C. SmmMnb 

avhi^-7 7^-{c{^L. — (i : 

3) x^aiih,?>m^^*)mm^ (5) ^jr^^jseoiaM 

bX. 5- [2- (4 --?OP^>-{f>;^jl/7:i--;U) 
T$>-5- (3--hoh-';i^>-2--r;u) Tsy 

§^i5^;l.;5:j^fe^^itr 1. 5g 
(JR$5 4. 7%) *fifc, FABMSRC^NM 
40 RCD^S^^^tC^Lfc, 

[0 0 5 4] mp. : U3~114'C 
FABMSCm/z) : 549(1^ +1) 

^H-NMR(270Mte,CDG3)5 : 1.28(3H,t,3=7.25Hz), 1.67- 
1.71(4H,m), 2.36(2H,br t,3=6.6Hz),3.86c2H,br t,3= 
5.61Hz), 4.18(2H.q,3=7.25Hz),6.85ClH,dd,3=4.62,8.2 
5Hz), 7.03(lH,s), 7.26ClH,d,3=8.58Hz),7.37(2H,d,3= 
8.90Hz), 7.56ClH,d,3=8.58Hz), 7.68C2H,d,3=8.57Hz) , 
8.48C3H,dd, 3=1. 98, 4.62Hz), 8. 52(3H,dd, 3=1.98, 8.25H 
z),10.10(lH,s) 

50 [005 5] nmm 1 - 3 



15 



5- [2- (4 -i'DD-^>-lr'>:^;U7:t-;U) 7=.^ 

-5- (3--hPt*';i;'>-2-'r;i') rs^-^x 

^^i/D (ffc^ 1 A - 1) (om. 

{t^fj (1-5) 1. Og (1. 82tiM) ^jrf^f-/-;!/ 

-T-fe h 'J;K 1 : 1) ©ig^^j®5m1tc?§«t. 
C©^i$(C 2 N -7Ki^{b:^ h y -i? A7i<^M3 tnl?:^^. 

Jc'JBM^-rSi. 5- C2 - (4-i'Pn<>-b'>;^ 

0. 6g (JR$6 3. 4%) ff/c. C©4)©©!^ilfb^ 

[ 0 0 5 6 ] rap. : 172~173'C 

FABM5(m/z) : 5210vr +1) 

*H-NMR(270MHz,C[X:i,)5 : 1.70-1.74C4H,m) , 2.34(2H, 
t,J=6.6Hz), 3.82(2H,t,3=5.61Hz),6.85(lH,dd,J=4.62, 
8.25H2), 7.11(lH,s), 7.16(lH,dd,J=1.98,8.58Hz),7.2 
5ClH,tJ=1.32Hz), 7.37C2H,d,J=8.90Hz), 7.55(lH,d,J 
=8.58Hz),7.68(2H,d,J=8.57Hz), 8.47(UH,dd,3=1.65,4. 
62Hz) ,8. 53(lH,dd, 3=1.98, 8.25Hz), lO.lOClH.s) 

[0 05 7] 

5- C2- (4 -^:7aa'^>-fe'>x;U7*-;i') 75 y 
-5- (3 -7 S. 'Ji»- 2 - ^ T5^-7x* 



(9) !^IB¥9 - 2 5 5 6 5 6 
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it^ilA-l) 0. 5g (0. 9 6mM) 5:g^g?- 6 

mm (1:1) 0®^;SJi8rm{c^«iL. 
0. 5g%m. *;^T3i^aifofc. jgji^i/a 

10 C2- (4-^an'^>-fe:>;^;U7*x;i/) T5y-5 
- (3 -7 s. y i^v i>y- z - ■< }i) 7%y-v 

'>] ^¥S*?!illlfei^Sil/TO. 2g(l|X$3 7. 8 

[0 0 5 8 ] mp. : 182~184'C 
FABMS(m/z) : 49l0r+l) 

'H-NMR(27(»Hz,DMSO-ct)5 : 1.53-1. 59(4H,m), 2.31(2 
H,br t,J=5.92Hz), 3.65C2H,br t,3=6.92Hz),5.16(2H,b 
rs), 6.71ClH,dd,3=4.62,7.59H2), 6.98(lH,dd,3=1.6 
20 5,7.59Hz),7.16(lH,d,J=8.5SHz), 7.27(lH,d,J=1.98H 
Z), 7. 35(lH,d,3=1.98Hz), 7. 58ClH,dd, 3=1.32, 4.62Hz), 
7 . 66 (2H , d , 3=9 . 23Hz) , 7 . 71C2H , d , 3=8 . 91Hz)7 . 87C1H , 
s), 9.39(lH,s) 
[0 05 9 ] ^3i«?!l2 
[0060] 
[<t5] 



(2-1) 



(2-2) 



m 
I 

02S 



(2 



wmi-i 



2-1 



XX " 

<2-3) 



COOEt 



0 S 

(2-5) 



[0 06 1 ] (JCif, A' ttf-h^^^^i/^s*^ 50 -r. ) 



(10) 
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[0 06 2] ##«fl|3 

2--hn-4-ter t -'7' h+»/*;t/i!K::-JUr 5 

4-7'5>'-2--ha7*y-;l.5. 0e(32. 4 
nM) *7^h7t Fa75> (WT fTHFj i^^) 3 
Onl«:;^fi?U> TKJftTJi^t^cA^e. i^- t e r t 
5^;Ui^:<;;Prt^-4^- h8. 4g (38. 9itW) ^'PmiT-o 

5®v^/'4^^^AT'?gjgLfc, 2§jlS^METSSL. 2 10 
-::.Ha-4-tert -7'h+i^*;U,}f::i;UT 5 

[006 3] 'H4*R(27(»«z,CDCl,)^ : 1.52(9H.s), 6. 
45(lH,br s), 7.10(m,d, J=8.91Hz) ,7. 57(l>1,dd, J=2.3 
l,8.9aHz), 8.17(lH,£i.3=2.64Hz), 10.35(lH,s) 

[0 0 6 4] #^««14 
5 - (2-:^hn-4-tert 

2--H3-4-t e r t-:/h=i^->;^;;l/!j<-Jl.r5y 20 
Vx^-A,!. 8g (1 ImM) %DMF2 0ml{C^» 
L, 3'^{t:fh >;'>A1. 7g> i^:^/';-i»A2. Og 

^-iCfjb. mm^^Jl—^^V> (1:5) 
t?^HlStl5iii^i»). 5 - (2-:::.hn-4-ter 

;l'4. Og (IR$9 5. 2%) i&^/c. NMROiBS* 

[006 5] *H-NW(270MH2,CDC1,).^ : 1.25(3H,t,J=6. 
93Hz), 1.51(9H,s), 1.81-1.85C4H,m) ,2.38(2H,t,3=5.6 
IHz). 4.07(2H.t,J=5.61Hz), 4.13(2H,q, J=6.93Hz),6.5 
3(lH,br s), 6.98(lH,d,3=9.24Hz), 7.34ClH,dd. 3=2.6 
4,9.24Hz),7.89(lH,d,J=2.64Hz) 

[006 6] ISJgCT2-l 

5- C2- (4-^ua-^y-{iyz}iy*::.)i,) rzy 

-4- t e r t -7'|-+^/*;P!i<::.;U7'5y7xy+ 40 

5- (2 hn-4 - t e r t h+i/*;l'3j<x;i, 
rsy^^y^^i/) ^^i9^;b5. 8g (15. 18 
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nM) i^^y--}\^5 0m\e:mmb5%J-i^tyOA^ 
1. Og?rJ!)0^. *«Si|lSlTaJfL/c, Mt^T^. 

it. ?56n/cg|S^f>;i/>2 OralKig^L', /KfS^Jf 
T4 -^'U^'<>t•>;;^;^^^J^;^i;cl^-^' K3. 2g 
(15. 1 8mM) MUT-mmbfc. rmi 

it. ;g«S*«ETS*L/. nhtltcmmi:iy>J 

(1:3) -C?§aiSn^jii^}-J:D 5- [2- (4-^a 
0'^>-fe'>X;U7 + .=.Jl') T5 y-4 - t e r t -r^h 
=?=i^*jU;j:-;l'T5y7xy+i^J S^x5^;l.6. 6 
g (JR^8 2. 6%) !^nft. NMR©ie*4;XCC^L/ 

[0 06 7 ] *H-t*«(270MHz,C[X;i3)5 : 1.28(3H,t,3=6. 
92Hz), 1.51(9H,s), 1.65(4H,br s), 2.38C2H,br t),3. 
75(2H,br t), 4.16(2H,q,J=6.92Hz), 6.34(lH,br s),6. 
64(lH,d,J=8.91Hz), 7.26(aJH,br s), 7.36(lH,d,3=2.64 
Hz) , 7 . 38(2H, d , 3=8 . 24Hz) , 7. 70(2H,d, 3=7. 92Hz) 

[0 06 8] S!l®^2-2 

5- C2- (4-^aD'<>-fe'>;^;l'7*.r.;U) rs.y 

5- (2- (4 -i'DP-^>42'>;^;U7*::.;U) r^y 
-4 - t e r t - h+v'*JU#j::;l'r 5 yy^^y^ 
i^] ^Wmx.^)l3. 0 g4|^igx3^;l.2 OmMcmm 
L. 4NSK-g^Kx?-;H*^3nil*m^ia-C6Nflffl 

iL. 5- (2- (4-d^OO-<>-fe'>;^jV7 + x;W) 

Ts.y-4-rzyyxydi.iyj^^^x^)\,2. 2g 

(lK^9 0. 5%) 4fffc, NMROi^^i'AlCTjkb 
fc, 

[0 06 9] 'H-l*R(27CI*z.CDG,)^ : 1.27C3H,t,3=6. 

92Hz), 1.63-1. 65(4H,m), 2. 33(2H,t, 3=6. 93Hz) ,3.68(2 
H,t, 3=5. 61Hz), 4.16(2H,q,]=6.92Hz), 6.36ClH.dd,3= 
2. 31.8.25Hz), 6. 53(lH,d,3=8.58Hz), 6.98(lH,d,3=2.97 
Hz) , 7. 37(2H, d , 3=8 . 57H2) , 7.68(2H , d , 3=8 . 57Hz) 

[0 07 0]»3i^3 

[007 1] 

im ] 
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C3-1) 



N 



(11) 



(3-4) 



9-255651 



20 



/COOEt 



NO2 
(3-2) 



(3-3) 



N 



CQOBt 



I 

Q2S 



(3-5) 



[0 07 2] (^41. it7'V^ji^U>mim 
) 

[OO7 3]#^0a5 

5- (5-7;W:i-a-2-r.h07*>'+S/) 

5 -7;U:it-0- 2 ha7x y-iUe. 5g(15. 
9nM) * 1 Oml(C?§)i?U. *?Sm^T. ymitt h 

AO. 6g {Qo%im.) ^'pmr-om^. ^wczn 30 

3g (15. 9mM) O^riiTL. flSTfll 0 0 
•C-Cl. Sl^fBJS^Lfc. iS)t£;?K*^fi*-C^^tfc 

€:«ETa* b fern.. i^Vtf^JltiyJ^^U^b 
!fz>y ^-ici^L, imx-^)l-^'^V-:y (l : 4) J: 

(JR$8 1%) ^ntc, FABMSSO'NMR©*§:^?: 40 

[0074] FABM5(m/z) : 286(M' +1) 

'H-NMR(27(Mfe,CDCl3)5 : 1.26(3H,t, D=6.93Hz) , 1.81- 
1.94(4H,m), 2.40(2H,t,J=6.94Hz),4.10(2H,t,]=5.94H 
z), 4.13(2H.q,J=7.26H2), 6.68-6.79(2H,m) ,7.94(lH,c) 
d,J=5.94,8.91Hz) 
[0 07 5] #^0^116 

5- (2-::-hn-5-l CHD - 5 1 - 

-f 5 i^y-JK7mM) 0. 4 8 g?:DMF 1 0ml{C^fiS 50 



tt) 0. 2 8g4jra^. Ao^rsnmbfc^ ca:>mmic 

5- (5-7;l/*0-2--hD7*y'+'>) §^i|X 

^)12. Og (7rrM) ^JQ^. gST 1 8 t 

nfc^jt^i^'y";l/J:f3SfeB^L-C. 5- (2--h 
n-5-1 CH] --f 1 --YJi'-7xy + 

t') ^Wmx^}\,l. 6g (i|X$6 5%) ^||fe«i§B«ai 
L-Cl. 6g (6 5%) 4|#/c. BJlfiS. FABMSSi>' 
N M R<Dm^i'XiC7fi bfC. 
[0 0 7 6 ] mp. : 63-64°C 
,FABMS(ra/z) : 333 (K+l) 

'H-MflR(270W1z,CDCl,)^ : 1.26(3H,t,3=6.93Hz), 1.87- 
1.97C4H,m), 2.42(2H,t,3=7.26Hz),4.13(2H,q,D=6.93H 
Z), 4.19(2H,t,J=5.61H2), 7.03-7.08(2H,m) ,7.26(1H, 
d,J=2.97H2), 7.32(lH,cl,J=1.32Hz), 7.93ClH,s) ,8.02 
(IH.d, 3=9. 24Hz) 
[0 07 7 ] ##0(7 

5 - (2-75^-5-1 CHJ --f 5 5^V-JU- 1 - 

5- (2--H2-5-1 CH] --fS^y-JU-l- 
>f;U-7xy+i/) ^^i5^;H. 5g (4. 5trM) 
^S^m- 6 Nt&K (1 : 1 ) ©ig^?§*i 1 5 m1tc?§fg 

b . mE.unr^ i . 5 g ^tra^isis-c 5 b^p^^ 



(12) 



21 



^mST^^LXb- (2-rs.y-5- I (HD 

feeB^ibri. ig (jR$8o. 8%)imfc.m 

FABMSSCJfNMR©i|g«*i)!:(CjnU/c. 
[ 0 0 7 8 ] np. : 76~78°C 
FABM5(m/2) : 303 (NT +1) 

*H-NMR(27(Mfe,CDCl3)5 : 1.26(3H,t,]=7.26Hz) , 1.81- 

1.91(4H,m), 2.40(2H,t,J=6.93Hz),4.04(2H;t,]=S.61H 

z), 4.14C2H,q,3=6.93Hz), 4.02-4.08(3H.m),7.16(2H, 10 

d,J=4.29Hz), 7.72ClH,s) 

[0 07 9] mmm3~i 

5- [2- (4-i'aD-^>-if>;^;;U7*::.;l/) ts^ 
-5-1 CH] --f l->f;u-7*y+ 

^b^!^ (3-4)1. 1 g (3. 64iiW) >&b-'Ji;>5 

5'07'fKo. 7 7 g^&jni. aari 4ii#raisjfL 

Ji'iPhm^itbX. 5 - (2 - (A-ifUU-oayyi. 
>Vy*:^)\^) 7 5^-5-1 CH] 1 

1. 6g {JR$6 2%) ^f#fc, iifS. FABMSJic; 

[0 0 8 0 ] rap. : 112~124'C 
FABMS(m/z) : A79QJt +1) 

'H-NMR(27(Mb,CDCl5).S : 1.28(3H,t, J=6.98Hz) , 1.69- 
1.78(4H,in), 2.37(2H,t,J=6.93Hz).3.87(2H,t,3=5.60H 30 
Z), 4.18C2H,q,J=6.98Hz), 6. 75(lH,d, J=2 .31Hz) ,6.95 
(IH.dd, 3=1.98, 8. 25Hz), 7. 19(1H, d, 3=6.93Hz) ,7.20(1 
H.d, 3=8. 58Hz), 7.32(l>1,br s), 7.41(2H,d,3=8. 58Hz) , 
7.65(lH,d,3=8.58H2), 7.73(2H,d,3=8.58Hz) , 7.77(1H, 
s) 

[008 1 ] Sf®^4 
[008 2] 
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40 




P8 



•^COOH 



NH 

O2S 



CIA- 1 9) 



50 



[0083] mtmA - 1 

5- C2- (4 -i'Dn^>-fe'>X;l'7*:^;l') 
-5- (2-^5^;l.- 1 CHD --f 5^V- C5. 4- 

1 A - 1 9 ) ©iSiji 

Sif^Ml -4-cff6n/c5- C2- {Ar-^nn^y^ 
>\x;i/7*-;i/) Ts^'-B- (3-T5yf';y>- 
2--f;u) r5y-7xy:^^i^) ^:?0. 3lg(o. 
595mM)?:ftK8. OmlfC^flSt, MOWIOSJ 

0 : 1) j:f)?§ffi$ta^iii^<fcf), 5- [2- (4-^ 
aa^>H2>x;l/7*-;i/) T5y-5- (2-y?';l' 
-1 CH] -^z^^/- [5. 4-b] f ysP^-i- 
'f;!') ^xy+i^] ^^0. 12g(3 7. 9%)^ 

[0084] *H-NVR(270l*1z,CDCl3)^ : 1.69(4H,m), 2. 
38(2H,t,3=6.93H2), 2.51(3H,s), 3.98(2H,t,3=5.28H 
z).6.85(lH,d,3=8.58Hz), 6.91(lH,dd, 3=2. 30.9. 23H2), 
7.45(2H,d, 3=8. 25Hz), 7.65Cl>H,d, 3=8. 58Hz) , 7.74(1H, 
br s).7.85(2H,d,3=8.24H2), 8.03(lH,d.3=7.92Hz) , 8. 
28(lH,d,3=4.95Hz) 

[0085] m^m 1 ~ 1 6 

[008 6] 4- C2- (A-'l^au^y-^yT.ji^y * 
T5 >'-5- (3-T5ytfyy>-2--f;b) 

TSy-^:^^^^^) igg^ (fb^l A-3) 
[008 7 ] 'H-N\R(270MHz,DMSO-4i)5 : 1.68(2H,t,3= 
6.93H2), 2.32(2H,t.3=7.39H2), 3.60(2H,t,3=6.27H2) . 



(13) 

23 

5.05(2H,br s) , 6.63ClH,dd,3=4.95,7. 59H2) , 6.90(1H, 
dd, 3=1.65. 7.59Hz), 7. 06C1H.CI, 3=8. 57H2), 7.19ClH.d,3 
=2. 31Hz), 7.25(lH,d,3=1.98Hz),7.49(lH,dd,3=1.32,4. 
62H2), 7.56(2H,d,3=8.91Hz), 7.62(2H,d,3=8.58Hz) ,7. 
75(lH,s), 9.30(l}1,br s) 

[0088] 6 - C2 - (4-^}aa^y^y:^jiy :f 
(3-T5-/b-';>?>-2-Y;b) 

[008 9 ] 'H-M^(270MHz,DMSO-ct)^ : 1.69-1.73(2 
H,m). 1.81-1.87(2H,m), 1.90-1.98(2H,m) ,2.68(2H,t,3 10 
=7.26Hz),3.99(2H,t,3=6.27Hz), 5.52(2H,br s), 7. 08(1 
H,dd,3=4.95,7.58H2), 7.35ClH,dd,3=1.65,7.59Hz),7.5 
3(lH,d,3=8.90Hz), 7.66(lH.dd, 3=1.98, 8. 58H2) ,7.73(1 
H,d, 3=1. 98Hz), 7. 95ClH,dd, 3=1.32, 4.62Hz). 8.04(4H, 
S),8.21(1H,S), 9.19(1H,S) 

[0090] 5- C2- (4-^^an^>-lf>j?^;l/:7:r 
T^y-7xy=t^^» (ib^l A-5) 

[0 09 1 ] ^H-M^(270MHz,CDCl3)^ : 1.67(4H,br s) , 
2.34(2H,br t), 3.74(2H,br t) , 5. ll(2H,br) ,6.66(1 20 
H,d,3=8.91Hz), 6.74(lH,dd,3=4.95,7.59Hz),7.01(lii, 
d,3=6.27Hz), 7.13(lH,dd,]-2.64,8.91Hz),7.37(3H,d,3 
=8. 57Hz), 7.72(3H,d,3=8.58Hz), 8. 02(lH,d, 3=7. 26H 
z),8.28(lH,d,3=4.94Hz) 

[009 2] 5- C2- (A-i^uu^^-a^XJly^ 

T^y-:7xy+>» (fb^l A-6) 

[009 3] ^H-NVR(270MHz,DMSO-<t)^ : 1.50(4H,br 
s), 2.24(2H,t,3=6.93H2), 3.65(2H,t,3=:5.94Hz) ,5.02 
(2H,br), 6.89(lH,d,3=9.24Hz), 7.23(2H,s), 7.36(1H, 30 
S), 7. 59(2H,d, 3=8. 58H2), 7. 64C2H, d, 3=8. 91Hz) ,8.28(1 
H,dd,3=2.64,9.23Hz), 9.04(lH,d,3=2 .97Hz) , 9.49(1H, 
br s),10.14(UH,s) 

[0094] 5- C2- (4-{7Uu^y'^y::^jiy t 
(5-T^y-4-->^?;b-t:*V>^ 

A-7) 

[009 5] *H-INMR(270MHz,DMSO^)5 : 1.44-1.54(4 
H.m), 2.23(2H,br t,3=6.92Hz), 2.62(3H,s) ,3. 56(2H,b 
r t. 3=5. 92Hz), 5.02(2H,br s) , 6. 52(lH,s) ,6.87(l}1,d 40 
d, 3=4.62. 7. 54Hz), 7.00(lH,dd, 3=1.23 ,7. 56Hz) ,7.09(1 
H,s),7.43(2H,d,3=8.55Hz), 7. 56(lH,d, 3=8. 62Hz) , 7.7 
2 (2H , d , 3=8 . 54Hz) , 7 . 86(1H , s) , 9 . 10(1H , s) 

[009 6 ] 5- C2- {4-y)\yto^y'\fy:^ji'y 

:tx;L/) r^y~b- (3 -r ^ >^b'y>?>-2 

)i) T^y-yxy=^y^ ^WWt Gk^i A-8) 

[0 09 7 ] 'H-M^(2 70MHz, DMS0-ct)<5 : 1.43-1.54(4 
H.m), 2.22(2H,t,3=6.92Hz), 3.57C2H,t,3=59.3Hz),5.0 
6(2H,br s), 6.62(lH,dd,3=1.65,7.58Hz) , 6.88(lH,dd, 
3=1.65. 7. 59Hz). 7.08(2H.d, 3=8. 91Hz), 7.19(lH,d,3=l. 50 
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98Hz), 7. 27(lH,d, 3=1. 98Hz), 7. 35(2H,d, 3=8. 91Hz). 7. 
49(lH,dd, 3=1.65,4. 95Hz), 7.67(lH,dd, 3=5. 27,8. 91Hz), 
7.76(1H,S), 9.18(lH,br s) 

[009 8 ] 5- C2- (4r-y^u^^y^y>k}\^y^ 
7^y-y:^y^y) ^wm (^t-^i a~9) 

[009 9 ] 'H-MVR(270MHz,DMSO-d6)5 : 1.45-1.53(4 
H,m), 2.23(2H.br t,3=6.60Hz), 3.56(2H,br t,3=5.93H 
z),5.06(2H,br s) , 6.62(lH,dd,3=4.62 ,7.59Hz) , 6.90 
(IH , dd , 3=1 . 65 , 7 . 92 Hz) , 7 . 07(1H , d , 3=8 . 90Hz) , 7 . 19(1 
H.d,3=2.31Hz), 7. 27(lH,d, 3=2. 64Hz), 7. 53(2H,d. 3=8. 5 
Hz) . 7 . 58 (IH , dd , 3=2 . 31 . 3 . 96H2) . 7 . 72 (2 H , d , 3=8 . 58H 
z), 7.76(lH,s), 9.27(lH,br s) 

[0 10 0] 5- C2- (4-3-F-<>^2>X;l/7:t 

T^-/->':cy+S/) ({t-^lA- 1 0) 

[0101] 'H-IW(270M4z.DMSO-d6)5 : 1.44-1.54(4 
H,m), 2.23(2H,t,3=6.84Hz), 3 . 54(2H,t,3=5.94Hz) ,5.0 
8C2H,br s), 6.62(lH,dd,3=4.62,7.57Hz), 6.89ClH,dd, 
3=1. 66, 7. 58Hz) , 7 . 08(2H . d , 3=8 . 58Hz) , 7 . 23(1H , d , 3=1 . 
99Hz), 7.28(lH,d,3=1.98Hz),7.37(2H.d.3=8.57Hz). 7. 
48(1H , dd , 3=3 . 28 ,8 . 59Hz) , 7 . 57(1H, dd. 3=1. 66. 4 . 61Hz) , 
7.84(1H,S), 9.16(1H,S) 

[ 0 1 0 2 ] 5 - C 2 - (-^>-ff ^JJ^Jl/^ ^ ::^J\^) 7 5 

y-5- (3~r^yt:-';>^>-2-^;i/) 7x^-y 

x^ + i^) ({b^lA-1 1) 

[0103] mpilBe-WC 
'H-NMR(270IVHz,DMSO-i)5 : 1.45-1. 53(4H,m) , 2.21(2 
H,t,3=6.60Hz), 3.53(2H.t,3=5.94Hz).5.04(2H,br s) , 
6.61(lH,dd,3=4.94,7.58Hz). 6.88(lH,dd,3=1.65,7.59H 
z),7.08(lH,d,3=8.57Hz), 7.16(lH,d,3=1.98Hz) , 7.24 
(IH , d , 3=2 . 31Hz) , 7 . 4 5-7 . 50(3H , m) , 7 . 54-7 . 56(1H ,m) . 
7.60-7. 64(2H,m), 7.72(lH,s) ,9.11(lH,s) , 12.07(lH,b 
r s) 

[0104] 5 - C2 - (4 - h;l'X>;^jl.>^:t^;b) 
7^-^-5- {3-7^^\f:^)V'y-2- 7\^ 

-7xy+^^) ^mSi ({b^lA-12) 

[0105] *H-hWR(270K«2.DM5O-<ls)5 : 1.44-1.52(4 

H,m), 2.22(2H,br t,3=6.59Hz), 2.32(3H,s) ,3.52(2H,b 
r t,3=5.94Hz), 5.10(2H,br s) , 6.62(lH,dd,3=4.95, 7. 
58Hz) ,6 . 91(1H , dd , 3=1 . 66 , 7 . 58Hz) , 7 . 08(1H , d , 3=8 . 92H 
z), 7.16(lH,d,3=2.31Hz),7.26(lH,d,3=2.31Hz), 7.58 
(lH,dd, 3=1. 66, 4.95Hz), 7.63(2H,d, 3=8. 25Hz) ,7.80(2 
H,d,3=8.26Hz), 7.82(lH,s), 9.21(lH,s) 

[0106]5-C2-(4-y h+i/^>42>X;U7 
T^>^-5- (3-T5>/t'»Ji;?>-2-^' 

;b) T5y-7xy+i^) at^l A- 13) 

[0107] 'H-M4^(2 70MHz, DMSO-ds)*^ : 1.58-1.60(4 
H.m), 2.30(2H,br t,3=6.60Hz), 3.65(2H,br,3=6.61H 
2).3.86(3H.s), 5.12(2H,br s). 6.68(lH,dd,3=4.95.7. 
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59Hz),6.96(lH,dd, 3=1.65, 7.59Hz), 7.08(2H,d, J=8.90H 
z). 7.16ClH,s),7.23(lH,d.]=2.31Hz), 7.33(lH,d, J=l. 
98Hz). 7.55(lH,dd,J=1.65,4.95Hz),7.63(2H,d,3=8.91H 
Z), 7.79(lH,s), 8.99C1H,S) 
[0 10 8] 5- C2- (4-i-y^U>yi.)ly*::. 
)V) 75y-5- (3 -7 i 2 - Jl^) 7 

5y-:7xy+->] ^Wm (it-^^lA- 1 4) 

[0109] 'H-NkR(270MHz,CDCl3)5- : 1.46-1.54(4H, 
m), 2.39(2H,br t,J=6.93Hz), 3.89(2H,br t,J=5.28H 
z),5.04(2H,br), 6. 70(aH,dd,J=4.9S, 7.58Hz), 7.02(1 10 
H,dd,J=1.98,8.56Hz),7.16(lH,d,J=8.58Hz), 7.24(1H, 
d , J=l . 98Hz) , 7 . 35 (IH , d , 3=1. 98Hz) , 7 . 51-7 . 68(4H ,m) . 
7.84(lH,s), 7.92(lH,dd, 3=0.66, 7.92Hz), 8. 04(lH,d,J= 
8.25Hz), 8.15ClH,dd,3=0.99,7.25Hz),8.67(lH,dd,3=0. 
66,8. 58Hz), 9.27(lH,s) 

[0 1 1 0] 5 - (2 - (4-d7Do^>^2'>;^;^7* 

7z^-5- (fcr';5i?>-2--{;u) r5^- 

[0 1 1 1] mp. : 214~216"'C 
'H-NMR(270Wfe,DMSC^d»)5' : 1.48-1. 53(4H,m), 2.24(2 20 
H, t , 3=6.60Hz) , 3.60(2H . t , 3=5 . 94Hz) , 6. 84(1H, t , 3=4 . 9 
5Hz), 7.14ClH,d,3=8.91Hz), 7.33(2H,dd,3=1.98,8.58H 
z),7.41ClH,d,3=1.98Hz), 7.58(2H,d,3=8.91Hz) , 7.63 
(2H,d,3=8.9UHz),8.47(2H,d,3=4.62Hz), 9.59(lH,br s) 

[0 112] 5- C2- (4~Puu-<>-\z>X}\,y^ 
7iy-5- {\. 3. 4-^Ti^TV^-;l'-2 

6) 

[0 113] *H-^»lR(270MHz,DVISO-d6)5 : 1.41-1.52(4 
H,m), 2.13(2H,t,3=6.58Hz), 3.54(2H,t,3=5.96Hz),7.0 30 
OCUH.dd, 3=1. 98, 8.72Hz), 7.18(lW,d,3=8.90Hz) , 7.22 
(lH.d,3=1.98Hz),7.58C2H,d,3=8.91H2), 7.64C2H,d,3= 
8.91Hz), 7.69(1H,S), 8.83(lH,s),9.36(lH,s) 

[0 1 1 4] 5- C2- (4- ^tia^y-^yxji^y :t 

r5y-5- (1 (H) 
;U) y I y ({t^igj 1 A - 1 7 ) 

[0 115] 'H-M4^(270MHz,DMSO-ds)5 : 1.44-1.49(4 
H.m), 2.18(2H,br t, 3=6. 59Hz), 3.72(2H,br t,3=5.60H 
z),7.01(lH,s). 7.10(2H,dd,3=2. 31, 6.93Hz), 7.27(1H, 
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d,3=9.24Hz),7.53(2H,d,3=8.90Hz), 7.60(2H,d,3=8.91H 
z). 7.66(2H.s), 8.17(lH,s) 

[0 1 1 6] 5 - C2- (4-;5'DD'^>-fe'>X;l'7* 
75^-5 - (1 CHD - 1. 2. 4-}-<)7V 

8) 

[0117] 'H-l*R(270mz,DMSa<la)5 : 1.47(4H,br 
S), 2.18(2H,t.3=6.92Hz), 3.72(2H,br s) , 7.31(3H, 
s),7.34(2H,d,3=2.97Hz), 7.53(2H.t,3=8.90Hz) , 7.60 
(2H,t,3=8.91Hz),8.14(lH,s), 9.20(lH,s) 

[0118] mmm i Afmmmmmmm 
^mM(D^}i'y*>7i h'mmi^ (fb^iA-i~i 

<um^m>mmA.kKfmm.u. a-^tci/i o»® 
0. 3 8%i?x>^:^^lJ■5Ai^gf^^/cJfllfg^. s-cx 

^ff ( 7 0 0 X G. 1 O^ra) J: f) . ^jfiL/JvKlfilM 
(PRP) iU/c. CO^M^Msm (PRP) icl/ 
6»©ACD^ (i'x>i|:^h i;h>A2. 2%. i'i> 
MO. 8%. ^;Ur3-X2. 2%-fflB#ii^-) 5rJi 
^> ^'mi'^ ( 1 5 0 0 X G, 1 0^^) (C J; f) Jfll-'h® 
■^U vb ^tf fc, C ©Jfil/J^S-< U h •Sr^lJEH E P E S 
dJ^p--K^ffl!{C??lE3lf. cn«:i/6«(DACD« 
HCC^'C^^fF ( 1 5 0 0 XG, 1 O^H) L 

PEs^^-cn-K^ittc^jSs-a-, *^3o;^ffl//ii © 

1 ?rm. 3 7°c-c2»ra^<iAn?aLm 

2 0 aq /ml©;g?K3 0 Ml ^r^^rd^e. 45^-t'>4^ 
^U^gHSIS^ (HEMAhU-rif-6 0 1 

-e©ift«f b^jcffli ^ tcmm^rv 3 7 - y >(c j; 5 
«:^i^ii#©®7i£g* 1 0 0 i n ^-y>^Aim© 
aR3tS* 0 iTS. 'Xt^-etiiiijb^^M^/ci ^©3 

[0 119] 
[^1 ] 



(15) !|#|g¥9-2 5 56 5 6 

27 28 





m ^ js: 




1 A-l 


C22H2iC«N407;520.937 


0. 4 2 


1 A-2 


NH2 H 

C2zH23CiN40sSi490.947 


0, 0 5 


1 A-3 


NHj H 

^ NH 
C2iH2|CiN405S;476. 927 


3. 2 0 


1 A-4 


HHg H 

C23H25CiN405S;504.9T7 


0. 78 



[0120] 



(16) !^l§¥9-2 55656 

29 30 





m it A 


ICsqC^U) 


1 A — c; 


H ™ 


1 6. 0 


1 A R 

1 I\ D 


H 

C22H2aC£N40sS:49a84T 


0. 7 


1 A— 7 


C28H25C^N405S;504. 977 




1 A- 8 


NH2 H 

C22H23PN405S;474 494 


0. 2 3 



f0121] [^3] 



(17) - 2 5 5 6 5 6 

31 32 





m ik ^ 


ICsoC^M) 


1 A-9 


NHz H 

C22H23BrN4a5S;535.403 


0. 54 


1 A-1 0 


Mz H 

Or xx„ ™ 

C22H23lN405S;581394 


a. I 8 


1 A-1 1 


NH2 H 

oj-Q 


3. 1 0 


I A-1 2 


NH2 H 

C23H26N405S;470.534 


0. 08 



[0122] 



(18) !^li^9-2 55 6 56 ' 

33 34 





«! ^ 


tC50(/itO 




RB2 H 

02S-^-0CH3 
C23H26N4QBS:4a6.534 


0. 4 2 


1 A-1 4 


NH2 H 

NH 


0.0 8 


1 A — 1 R 

in. ID 


C2iB2iCj^N405S2;475.927 




i A-1 6 


NB 

C|9Hi9CiN405S2;482.943 


0. 1 5 



C0123} [^5] 



(19) ^fga¥9-2 55 65 6 

35 36 





« & A 




1 A-l 7 


C2oK2oC£N305S;449.897 




I A- 1 8 


02S-Q-Ci 
C|BHjaC£N4Ds8 :45a 887 


4. 5 


1 A- J 9 


C24H23CiN405S:511967 


i 5. 2 



(51)Int.a.' 

A 6 1 K 31/44 
31/505 
C0 7C 311721 
C0 7D 233/61 
239/42 
249/08 
285A35 
471/04 



ACB 
ABN 

7419- 4H 

1 0 1 
5 27 
1 07 



F I 

A 6 1 K 31/44 
31/505 
C0 7C 311/21 
C0 7D 233/61 
239/42 
249/08 
471/04 
285/12 



ACB 
ABN 

1 0 1 

Z 

527 
1 07 Z 
E 



(72)i6B^« #± m a2)mm mm mm 

iS5»^^TfJJIr3 3936- 2 ^^^^m± . «5!«:^^rf3jgW3936- 2 *^^^ttS± 

l$5«;^grliJg^3936- 2 #S:^ttB± tSI»:*^^fgil 3936" 2 ^iC^ttg± 

n^\^i<mimm3936-2 «iSC^tt«± *(?3E»:»cHrf)f|Sl3936- 2 «5^#ttS± 

^i»xsTUJiB33936- 2 **s:^tts± tsiiftA^}ira3936- 2 ttsc#ttm± 



(20) 



